Genetic factors are of major aetiological importance in Bipolar Affective Disorder (BPAD type I and II).The exact mode of inheritance of BPAD is unknown, but the recent demonstration of anticipation suggests that dynamic mutations could be involved in the clinical expression of the disease.
Genetic factors are of major aetiological importance in Bipolar Affective Disorder (BPAD type I and II).The exact mode of inheritance of BPAD is unknown, but the recent demonstration of anticipation suggests that dynamic mutations could be involved in the clinical expression of the disease.
We have used the repeat expansion detection (RED) method to test whether the anticipation in BPAD could be explained by the presence of expanded trinucleotide repeat sequences. Using a (CTG) 10 oligonucleotide a significantly higher number of expanded CAG repeats were found in the genomic DNA of two independent samples of unrelated BPAD patients of Swedish and Belgian ancestry as compared with normal controls.The difference in repeat number was more consistent if data of the two samples of patients was pooled.
In this study a CAG trinucleotide repeat expansion was associated for the first time with a major psychiatric disorder. It is possible that the CAG trinucleotide repeat expansion is involved in the clinical expression of BPAD and that it is the molecular basis explaining the phenomenon of anticipation observed in this disorder.
affective disorders, anticipation, Bipolar disorder, RED Method, trinucleotide repeats
Received 18 November 1994, accepted 12 January 1995

Introduction
Bipolar Affective Disorder (BPAD type I and II) is a major psychiatric disorder affecting about 1% of the population. BPAD is characterized by episodes of major depression and mania (type I) or hypomania (type II). Family (Winokur et al. 1982 , Rice et al. 1987 ), twin (Bertelsen et al. 1977 , and adoption studies (Mendlewicz & Rainer 1977) have shown that genetic factors contribute substantially to the aetiology of the disease.
Linkage studies have implicated loci for BPAD on chromosome 11 (Egeland et al. 1987 ) and the X-chromosome (Baron et al. 1987) . The linkage to these loci could not be replicated in independent series of BPAD families. Also, recent re-evaluations of the initial linkage results gave inconsistent data (Kelsoe et al. 1989 , Baron et al. 1993 , De bruyn et al. 1994a . Results of segregation analysis have suggested a model of inheritance of a major gene (Rice et al. 1987 , Sham et al. 1992 but also a possible epistatic interaction between two or more loci (Goldin et al. 1984 , Ott 1990 , Risch 1990 .
One possible explanation to lack of reproducibility of linkage studies is that a gene with variable expression among family members is involved. This effect could be
